Introduction
Results
The mean age at LT of the 116 male and 29 female patients was 50.2 ± 7.9 years; the mean follow-up duration was 51.6 ± 32.9 months. All pre-LT patients with sarcopenia still had sarcopenia 1 year after LT; 14 (15%) patients had newly developed sarcopenia. The mean survival duration was 91.8 ± 4.2 months for non-sarcopenic patients and 80.0 ± 5.2 months for sarcopenic patients (log-rank test, p = 0.069). In subgroup analysis, newly developed sarcopenia was an independent negative predictor for post-LT survival (hazard ratio: 10.53, 95% confidence interval: 1.37-80.93, p = 0.024).
Conclusion
Sarcopenia in LT recipients did not improve in any of the previously sarcopenic patients and newly developed within 1 year in others. Newly developed sarcopenia was associated with
Introduction
Liver transplantation (LT) is a definitive treatment for patients with end-stage liver disease, acute liver failure, and primary hepatic malignancy [1] . Among the many factors that contribute to survival and outcome after LT are donor-and recipient-related variables, immunosuppressive therapy management, and surgical factors. Marked advances in surgical technique, organ preservation, perioperative management, and immunosuppression as well as improved donor and recipient selection have increased the survival rates of LT recipients, and survival beyond the critical period of 6 months after LT has shown a steady increasing trend since 2000 [2, 3] . However, the factors that influence the long-term survival of patients are poorly understood.
Sarcopenia, defined as a loss of skeletal muscle mass and muscle function [4, 5] , is more prevalent in patients with cirrhosis than in the general population and is related to adverse clinical outcomes [6] [7] [8] . The relationship between sarcopenia and LT outcomes has been examined in several recent studies. Pre-LT sarcopenia is associated with elevated postoperative LT complications and longer hospital stay [9] [10] [11] [12] [13] and is a predictor of mortality following LT [13] [14] [15] [16] . However, whether pre-LT sarcopenia is negatively associated with long-term survival after LT is controversial [10, 11] . Furthermore, the relationship between a perioperative change in sarcopenic status or of post-LT sarcopenia and clinical outcome has yet to be determined. In a study by Tsien et al [17] , patients with loss of muscle mass post-LT showed a trend toward a higher mortality, but due to the small number of events and the small size of the study population, this association did not reach statistical significance.
In this study, we investigated whether post-LT sarcopenia and changes in sarcopenic status, as assessed by computed tomography (CT) scans performed just before LT and at a mean of 1 year after LT, were associated with survival of patients after the critical 6-month period.
Patients and Methods

Ethics Statement
This study was approved by the institutional board of Ajou University Hospital and confirmed to the ethical guidelines of the Declaration of Helsinki. Patient records and information were anonymized and de-identified prior to analysis. None of the transplant donors were from a vulnerable population and all donors or next of kin provided written informed consent that was freely given. patients (n = 92) who had no abdominal CT scans 1 year after LT were excluded from the study. Only LT recipients who also underwent a postoperative CT scan at a mean of 1 year after LT were included, such that our results may not be applicable to all LT recipients. However, the clinical characteristics of the excluded patients who did not have postoperative CT scans, such as age (49.2 ± 9.0 years), BMI (24.0 ± 4.0 kg/m 2 ), sex (71.7% males), and donor age (35.1 ± 14.5 years) were not significantly different from those of the final study population. Postoperative mortality as an outcome of the non-study patients group without a postoperative CT was not significantly different compared to the study patients group (adjusted HR, 0.90; 95% confidence interval, 0.37-2.15; p = 0.803). None of the patients underwent any pretransplant sarcopenic intervention, such as nutrition, physical therapy or a modification of their medications.
Clinical and Laboratory Assessment
Medical records were used to collect all relevant data. Recipient-related factors included sex, age, body mass index (BMI), Child-Pugh and model for end-stage liver disease scores, presence of hepatic encephalopathy, fasting plasma glucose, diabetes mellitus (DM), pathology necessitating 
Immunosuppressive Treatment
Basiliximab was used as an induction therapy in immunosuppression. Standard immunosuppressive therapy usually consisted of a calcineurin inhibitor (tacrolimus or cyclosporine), mycophenolate mofetil, and corticosteroid. If acute rejection was suspected and confirmed by liver biopsy, high-dose methylprednisolone was given and then tapered.
Sarcopenia Assessment
Patients underwent an abdominal CT scan just before and at a mean of 1 year after LT. The cross-sectional areas and mean Hounsfield units of the psoas muscle, which is a core abdominal muscle, were measured at the L4 level (Aquarius Workstation; TeraRecon, San Mateo, CA, USA. Total fat area and mean Hounsfield units were quantified on the same image. The data were normalized for height 2 and calculated skeletal muscle index as reported elsewhere [16] .
Sarcopenia cutoffs were determined by measuring the cross-sectional area of the psoas muscle in healthy individuals because muscle mass differs not only according to age and sex but also ethnicity [10, 21] . The healthy controls had undergone an abdominal CT scan during a health checkup. Their data were reviewed for medical history and medication use that could affect muscle mass. Sarcopenia was designated if the skeletal muscle index of the psoas muscle was lower than that of the sex-and age-specific 5 th percentile [17] .
Statistical Analyses
The data were analyzed using SPSS (version 19.0; SPSS Inc., Chicago, IL, USA) and the R software packages (R version 3.1.2; R Foundation for Statistical Computing, Vienna, Austria; http://www.R-project.org/). Continuous variables are presented as means ± standard deviations. Student's t-tests were used in comparisons between two groups. Categorical variables are presented as numbers and percentages and were compared using the χ 2 test with Yates' continuity correction. Kaplan-Meier curves were used to analyze survival, and the log-rank test to compare the curves. A forest plot showed the univariate hazard ratios (HRs) for the survival of post-LT patients. Multivariate-adjusted HRs for the survival of post-LT patients were analyzed using Cox proportional hazard model. Harrell's concordance index was used to assess the prognostic ability of the model in univariate and multivariate Cox regression analyses. A two-sided p-value <0.05 was considered to be statistically significant. Table 1 lists the preoperative, operative, and postoperative characteristics of the 145 LT patients. The majority (80%) of the patients were male and the mean age and BMI at the time of LT were 50.2 ± 7.9 years and 24.0 ± 3.1 kg/m 2 , respectively. Mean Child-Pugh and model for end-stage liver disease scores were 7.7 ± 2.6 and 14.4 ± 8.0, respectively. The mean level of fasting glucose was 107.1 ± 34.9 mg/dl; 32 patients (22%) had DM. The most common indication for LT was a hepatitis B virus-associated disease such as hepatitis B virus cirrhosis and/or HCC (84%). The mean age of the donors was 31.4 ± 11.1 years and 80% of the LTs were from living donors. ABO-incompatible LT was performed in 13 cases (9%). The mean cold ischemic time was 171 ± 105 min, and the mean follow-up duration was 51.6 ± 32.9 months. Tacrolimus, as a calcineurin inhibitor, was administered to 76% of the recipients: corticosteroid doses at 3 months and 6 months were 2.3 ± 3.2 mg and 1.0 ± 4.7 mg, respectively. Compared to the post-LT non-sarcopenic group, in the post-LT sarcopenic group, most patients were male (n = 60, 91%, p = 0.003) and the majority had pre-LT sarcopenia (n = 52, 79%, p < 0.001); their mean BMI was also lower (23.3 ± 3.1 kg/m 2 , p = 0.015). Among the 145 patients, 33 recipients (23%) died: 12 in the post-LT non-sarcopenic group and 21 in the post-LT sarcopenic group. Death was most often due to recurrent HCC (n = 19, 58%), followed by de novo cancer (n = 5, 15%), including advanced gastric cancer, colon cancer, and acute myeloid leukemia. Ten patients died due to cancer in the post-LT non-sarcopenic group, and 16 died in the post-LT sarcopenic group. Cancer-specific mortality was not different between the two groups (log rank test, p = 0.116).
Results
Study Population
Changes in Sarcopenic Status during the Peri-Transplant Period
The sex-and age-specific cutoff levels of sarcopenia were 7. Table) .
Preoperative CT scans were performed at a mean of 0.3 ± 0.81 months before LT, and postoperative CT scans at a mean of 12.3 ± 5.7 months after LT. Pre-LT sarcopenia was diagnosed in 52 (36%) patients (Fig 2) , with a greater prevalence in males than in females (41% vs. 14%, p = 0.008). In all pre-LT sarcopenic patients, sarcopenia persisted and no change was observed in sarcopenic status after LT. Of the 93 patients who did not have pre-LT sarcopenia, 14 (15%) newly developed sarcopenia after LT. Therefore, the prevalence of post-LT sarcopenia increased to 46% (n = 66) at 1 year after LT.
Post-LT Survival of Sarcopenic vs. Non-Sarcopenic Patients
The mean survival time was 91.8 ± 4.2 months for non-sarcopenic patients and 80.0 ± 5.2 months for sarcopenic patients; the difference was only marginally significant (log-rank test, p = 0.069; Fig 3) . The respective survival rates at 24 and 60 months were 84% and 67% for sarcopenic patients and 87% and 83% for non-sarcopenic patients.
Recipient-, donor-, and operation-related factors and immunosuppression were analyzed for their potential as independent predictors of long-term survival in patients who survived at least 6 months after LT. Univariate analysis revealed older donor age as a significant risk factor for post-LT survival. Post-LT sarcopenia and graft type were of borderline significance for post-LT survival (Fig 4) . A multivariate Cox regression model showed that the prognostic ability of Harrell's concordance index model increased (from 0.57 to 0.72), but post-LT sarcopenia Table 2 ).
Post-LT Survival in Patients with Newly Developed Sarcopenia and Sustained Non-Sarcopenia during the Peri-Transplant Period
Survival in recipients who developed sarcopenia after LT was significantly shorter than that of recipients who maintained their non-sarcopenic status after LT (log rank test, p = 0.027; Fig 5) . In a multivariate Cox regression model, newly developed sarcopenia after LT (HR: 10.53, 95% confidence interval: 1.37-80.93, p = 0.024) was an independent negative predictor of post-LT survival (Table 3) . No significant differences were observed in liver or renal function between the newly developed sarcopenia group and the sustained non-sarcopenic group (S2 Table) .
Discussion
In this study, we showed that the incidence of sarcopenia increased after LT, and that although post-LT sarcopenia was not a predictor for LT survival in patients who survived beyond 6 months after LT, newly developed sarcopenia after LT was associated with increased mortality.
The first few months after LT are a critical period for these patients because the rates of mortality and re-transplantation are high during this time [3] . The effect of sarcopenia on postoperative survival can be masked by many factors, especially biliary complications, bloodstream infection, and a primarily nonfunctioning liver [3] . Therefore, our study population included only those patients who survived 6 months after LT. In this group, we investigated the impact on survival of post-LT rather than pre-LT sarcopenia. In our Kaplan-Meier survival curves, the survival of post-LT sarcopenic and non-sarcopenic patients differed beginning around 30 months after LT, although the difference was only marginally significant according to a univariate analysis and not significant in a multivariate adjusted analysis. Our results are in agreement with those of Tsien et al [17] , who showed that a reduction in core muscle mass and the resolution of sarcopenia during LT were of only borderline statistical significance with respect to post-LT survival according to a univariate analysis (p = 0.08) In subgroup analysis, newly developed sarcopenia was a negative predictor of overall post-LT survival and the prognostic ability of the adjustment model (Harrell's concordance index) increased from 0.60 to 0.82. Our data suggest that a change in sarcopenic status during the perioperative period has a greater association than either pre-or post-LT sarcopenia with the survival of LT patients.
Recovery from the metabolic and clinical consequences of cirrhosis is commonly achieved by LT patients after transplantation [22] . However, despite the improved nutritional status, due to restored carbohydrate, lipid, and protein metabolism by the new, functioning liver and to improved dietary intake, sarcopenia may not be reversible, unlike other liver-related complications. In our study, prevalence of pre-LT sarcopenia was 36% (n = 52) and did not show a reversal 1 year after LT; moreover, some patients became newly sarcopenic after LT. Thus, after LT, 66 of the 145 patients (46%) were sarcopenic. Clearly, LT does not guarantee the reversal of sarcopenia, at least 1 year post-LT, as also reported in other studies [17, 23, 24] . The nutritional consequences of patients with end-stage liver disease results in the depletions not only of muscle mass but also of fat mass [23] . Based on a comparison with their preoperative data, the majority of the patients with cirrhosis had a reduction in lean body mass in the immediate postoperative period (10-90 days). The compensatory recovery phase that typically follows LT is more robust for fat tissue than for skeletal muscle and lean body mass based on the current study. In our patients, a comparison of pre-LT and post-LT total fat area with and without normalization to height 2 showed an increase from 78. , respectively. Several studies have reported that the posttransplant recovery of muscle mass is incomplete until a maximum follow-up of 24 months [24] [25] [26] [27] [28] . The pathogenesis of posttransplant sarcopenia is unclear but possible mechanisms include persistent hypermetabolism, the effects of immunosuppressants such as corticosteroids and calcineurin inhibitors, posttransplant infections, renal failure, and relapse of the underlying liver disease [24, [29] [30] [31] .
Racial differences in body composition, including the amount of muscle and adipose tissue, are well known. In Asians, muscle mass is less than that in whites, blacks, and Hispanics, as determined using dual-energy X-ray absorptiometry [21, 23] . Ours is the first report to determine a sarcopenia cutoff value and to use CT to determine muscle mass in an Asian population, although similar measurements have been made in other ethnic group [17] . Our sarcopenia cutoff was based on measurements of muscle mass in healthy individuals who underwent a CT scan during a health checkup. Consistent with measurements of muscle mass using dual-energy X-ray absorptiometry, our data showed a lower sarcopenia cutoff in Asians than in other ethnicities [10, 17] .
The techniques recommended for assessing or estimating muscle mass are DXA, CT, magnetic resonance imaging, and bioimpedance analysis. Of these, CT is considered to be the gold standard based on its higher accuracy and reproducibility in quantifying fat and muscle [4, 32] . The psoas muscle can be easily evaluated on CT because it is surrounded by the vertebra and retroperitoneal fat tissue and is therefore not susceptible to compression by ascites or hepatomegaly. Thus, it allows highly precise measurements of mass for use in quantifying whole-body skeletal muscle volume [33, 34] . LT recipients commonly undergo abdominal CT scanning preoperatively as a part of the routine evaluation and postoperatively for the detection of complications or HCC. Therefore, CT scans in LT recipients are a practical and accessible method of sarcopenia screening and follow-up. In our study, the timing of the CT scans was relatively homogenous compared to other studies and thus yielded reliable data on sarcopenic status before and 1 year after LT.
There are limitations that need to be considered when interpreting the data. First, sarcopenia was diagnosed only on the basis of muscle mass and muscle strength and performance was not considered. However, a reduction of muscle mass is a prerequisite for a diagnosis of sarcopenia. The European Working Group on Sarcopenia in Older People established a staging system of pre-sarcopenia, sarcopenia, and severe sarcopenia based on muscle strength and performance [4] . These parameters, as well as muscle mass, have clinical implications in older individuals and in chronically ill patients [35] . Future studies of the relationship between LT outcome and post-LT sarcopenia should therefore include muscle strength and performance along with muscle mass. Second, the retrospective cohort design did not allow us to draw causal inferences from the observed relationships. Sarcopenia itself has not been demonstrated to be the driver of poor outcomes, although it reflects overall health and has served as a Post-Liver Transplantation Sarcopenia prognostic indicator in patients with cancer and cirrhosis. Therefore it remained unclear whether prevention of post LT sarcopenia through better nutritional and physical therapy programs improves LT outcomes or not. Recently, a small study reported that perioperative nutritional therapy improved survival in patients with sarcopenia [15] . Interventional studies are required to establish whether diet and exercise management after LT reverses sarcopenia in the long term and therefore improves survival. Finally, we only included relatively healthy LT recipients who survived > 6 months, which may have caused selection bias.
Conclusions
In conclusion, our results show that post-LT sarcopenia was not associated with postoperative survival, whereas postoperative survival was shorter in patients with newly developed sarcopenia after LT. The occurrence of sarcopenia can be used to stratify patients with regard to the risk of post-LT mortality. Thus, we suggest that identifying patients with sarcopenia during the peri-transplant period by quantifying muscle mass should be part of managing these patients.
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